24-JUL-2006 11:43 FROM M R HUTCH I NS & CO 



TO 00498923994465 



M.R. HUTCHINS & CO 

Chartered Patent Attorneys 
European Patent Attorneys 
European Trade Mark Attorneys 
Registered Trade Mark Agents 



23 Mount Sion 
Tunbridge Wells 
Kent TNI 1TZ 
United Kingdom 

Tel: 01892 539659 
fax: 01892 528720 
e-mail: mail@mrhutchins.com 



FAX COVER SHEET 



From: 
To: 

Attention: 

Date: 

Subject: 

Our Reference: 
Number of pages; 



Dr Michael R. Hutchins 
European Patent Office - Munich 



24 July 2006 

EPA 04806258.2 

Astex Therapeutics Limited 

AST20 (EP) 

25 (including this page) 



Dear Sirs, 

We enclose herewith a letter and enclosures for bringing the above PCT application into the 
European regional phase. 



This facsimile may contain information of a confidential or legally privileged nature. If you 
are not the intended recipient of this facsimile, please note that any use, dissemination, 
distribution or copying of this facsimile or the information contained therein is strictly 
prohibited. If you have received this facsimile in error please contact us immediately by 
telephone. Thank you for your cooperation. 
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TO 00498923994465 



P . 02/25 



M.R. HUTCHINS & CO 



Chattered Patent Attorneys 
European Patens Attorneys 
European Trade Mark Attorneys 
Registered Trade Mark Agents 



23 Mount Sion 
Tunbridge Wells 
Kent TNI 1TZ 
United Kingdom 



Tel: 01892 539659 
fax: 01892 528720 
e-mail: mail@mrhutchins.com 



The European Patent Office 
Directorate General 2 
Erhardstrafie 27 
D-80298 Mttnchen 2 
GERMANY 



23 July 2006 



VIA FACSIMILE - ORIGINAL BY POST 

Dear Sirs, 

Re: European Patent Application No. 04806258.2 

Derived from International Application No. PCT/GB2004/005464 

International Publication No. WO 2005/061463 

Applicants: (1) Astex Therapeutics Limited (2) Cancer Research Technology Limited & 
(3) The Institute of Cancer Research: Royal Cancer Hospital 
Representative's Reference: AST20(EPVMRH 

We file herewith the following items in order to bring the above International application into 
the European Regional Phase. 

1. A form 1200 

2. Replacement pages 201 to 216 containing an amended set of claims which should 
form the basis for the further examination of this application. 

3. A form 1 037 for acknowledging safe receipt of this letter and the enclosures. 

For the avoidance of doubt, we note that all amendments made at this stage are without 
prejudice to the later reinstatement of any deleted subject matter or the filing of a divisional 
application thereto. 

The enclosed form 1200 contains a request for the fees due on this application to be debited 
from our deposit account by means of the automatic debiting procedure. However, if any 
further authorisation is needed, we request that this letter be taken as the necessary 
authorization to debit the deposit account of M.R. Hutchins & Co. (Deposit account no. 
2805042 1 ) in respect of any outstanding fees. 

A form 1037 is enclosed. 

Yours faithfully 

M. R. HUTCHINS & CO 




Dr Michael R. Hutchins 
Authorized Representative 



Proprietor: Michael R. Hutchins PhD, CPA, EPA, RTMA 
Assisted by: Christine E. Hutchins BSc 
Records: Sarah Chapman Consultant: Vincent A. Price PhD, EPA, ETMA 
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Europaisches European 
Patentamt Patent Office 



Einsender/ Sender / Expedites": 



Dr Michael R. Hutchins 
M.R. Hutchins & Co. 
23 Mount Sion 
Tunbridge Wells 
KentTNl 1TZ 
United Kingdom 



Posted 



.j 



Office europ£en 
des brevets 



H 0^0298 Munehen 

Tx 523 656 epmu d 
Fax (+49-89) 23 99-44 66 



P.B. 5818 Patenttaan 2 
NL-2280 HV Riiswilk 
Q (+31 -70) 340-2040 
Tx 31 661 epo nl 
Fax (+31-70)340-3016 



D- 10958 Berlin 
® <+43-30> 26901-0 
Fax <+43-30) 25901-840 



Bestatigung uber den 
Eingang nachgereichter 
Unterlagen fur Patentan- 
tneldungen/Patente beim 
Europaischen Patentamt 



Datum und Ort des Bngangs sind aus 
der Perforation dlsser EingangsbestSti- 
ggng ersichtlich 

(M + Datum = Einrerchungsort MQnchen: 
H + Datum = Einreichungsort Den Haag; 
Datum -t- B = Einreichungsort Berlin) 



Acknowledgement of 
receipt for subsequently 
filed items relating to 
patent applications/patents 
at the European Patent 
Office 

Data and place of receipt are shown by 
the perforation appearing on this receipt 

(M + data = Munich as place of receipt; 
H +■ date = The Hague as place of receipt; 
date + B s Berlin as place of receipt) 



Accuse de reception a 
POff ice europeen des bre- 
vets de pieces produites 
poster ieu rem ent au depot 
d une demande de brevet/ 
a la delivrance d'un brevet 
europeen 

La date et le lieu de reception sont indi- 
ques par la perforation du present accuse 
de reception 

(M + date » pieces recues a Munich; 
H + date = pieces recues a La Have; 
date + B = pieces recues a Berlin) 



8? Ji 

s ^ ! 

§ - f B 

©If* 

111 



a. 

UJ 



Eingereichte Unterlagen 



Items filed 



Pieces envoyees 



Anmeldungs' {und Direkt'ions-*) NrTPatcnl Nr. 
Application (and Directorate') Nonpatent No. 
N* de la demande (et de la direction 'lAi* du brevet 



thrZeichen . 
Your referencs 
Votre reference 



ggfs. Art und Datum der Unterlagen* 4 
Nature and date of items (optional)*' 
Nature et date des pieces (facurtatif)* * 



1 



EPA 04806268.2 



AST20 (EP) 



(i) letter dated 24.7.2008 
(\\) pages 201-216 



(in) form 1200 



8 



9 



10 



«« 



falls bereits bexannt 

Der Eingang der angegebenen Unterlagen 
wird bestatigt. 

(jnthAIt diese SpattC keine Eintragungei\ SO 
wird tedigGch bcstatigt. daB eine Sendung 
2u dam angegebenen Aktenzeichen etnge- 
gangen ist. 



if already known 

The receipt of the items indicated is 
confirmed. 

If this column does not contain any entries, 
it is only confirmed that en item has been 
received for the intf cated file. 



si d6ja connu 

La reception des pieces irtdiquees est 
confirmee. 

Faute de mention dans cette cotonrte, (e 
present accuse de reception se rapporte a 
une piece quetoonque envoyee sous la 
reference Indiquee. 
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Europaisches 
Patentamt 



European 
Patent Office 



r: 



Bnsender/ 5en3e?7 fexpedfteurT 



Dr Michael R. Hutchins 
M.R. Hutchins & Co. 
23 Mount Sion 
Tunbridge Wells 
KentTNl 1TZ 
United Kingdom 



l_ 



Office europeen 
des brevets 



O-802S3 MQnchen 
(+49-89) 239*0 
Tx 523 656 epmu d 
Fax (+49-69) 23 99-44 65 

P.B. 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
(+31-70) 340-2040 
31 651 CpO n\ 
(+31-70)340-3016 

D-10958 Berlin - 
(+49-30) 25901-0 
Pax (+49-30) 2590V840 



Tx 
Fax 



Bestattgung tiber den 
Eingang nachgereichter 
Unterlagen fur Patentan- 
meldungen/Patente beim 
Europaischen Patentamt 



Datum und Ort des Eingangs sind aus 
der Perforation dieser Etngangsbestati- 
gung ersrcntlich 

(M +■ Datum = Einreichungsort MQnchen; 
H + Datum = Einreichungsort Den Haag; 
Datum + B = Einreichungsort Berlin) 



Acknowledgement of 
receipt for subsequently 
filed items relating to 
patent applications/patents 
at the European Patent 
Office 

Date and place of receipt are shown by 
the perforation appearing on this receipt 

(M + date = Munich as place of receipt; 
H + date = The Hague as place of receipt; 
date + B s= Berlin as place of receipt) 



Accuse de reception a 
I' Office europeen des bre- 
vets de pieces produrtes 
poster ieu rem ent au depot 
d'une demande de brevet/ 
a la delivrance d'un brevet 
europeen 

La date et te lieu de reception sont indi- 
ques par la perforation du present sccuse 
de reception 

(M + date = pieces recues a Munich; 
H + date = pieces recues a La Haye; 
date + B = pieces recues a Berlin) 



Elngcreichte Unterlagen 



Items filed 



Pieces envoyees 



Anmetoungs- (und Direktions-*) NryPetent Nr. 

Application (and Directorate*) Mo./Patent No. 

N" cie te demsnde (et de la direction *)/rt* du brevet 



Ihr Zeichen 
Your reference 
Verne reference 



ggfs. Art und Datum der Unterlagen* * 
Nature end date of items (optional)** 
Nature et date de* pieces (facultatif)"* 



1 



EPA 04806258.2 



AST20 (EP) 



(i) tetter dated 24.7,200$ 



(fi) pages 201-216 



(Hi) form 1200 



6 



8 



10 



3 



00 

w 



o 

lij CD 



* falls bererts bekannt 

'* Oer Eingang der angegebenen Unterlagen 
wtrd bestatigt. 

Entnalt diese Spalte keine Eimragungen, so 
wird feolglich bestatigt deft eine Sendung 
zu dem angegebenen Aktenzeichen einge- 
gangen ist. 



* rf already known 

The receipt of the items indicated is 
confirmed. 

If this column does not contain any entries, 
it is only confirmed that an item has been 
received for the indicated file. 



Received at'lhe EPO on Jul 24, 2006 12:49:16. Page 4 of 25 



si oeja connu 

La reception des pieces mdiquees est 

confirmee. 

Faute de mention dans catte colonne. te 
present accuse de reception se rapporte a 
una piece quetaonqus envoyee sous la 
reference indiquee. 
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TO 00498923994465 P . 05/25 

A I'Office europeen des brevets 1 



Eintritt in 
europaische Phase 
(EPA als Bestimmungsamt 
oder ausgewahltes Atnt) 



Entry into the 
European phase 
(EPO as designated or 
elected 



Entree dans la 
phase europeenne 
(rOEB agissant en qualite 
d 'office designe ou elu) 



europaische Anmeldanummer oder, falls 
nicht bekannt, PCT-Aktenzeichen oder 
PCT-Veroffentlichungsnummer 

WO 20057061463 



European application number, or. if not 
known, PCT application or publication 
number 

048062582 



Numero do depot de la demand© da 
brevet europeen ou, a defaut, numero 
de depot PCT ou de publication PCT 

PCT/GB2004/005464 



Zeichen des Anmefders oder Vertreters 
(max. IS Posltlonen) 



Applicant's or representative's reference 
(max. 15 spaces) 

AST20 <EP) 



Reference du demandeur ou du mandataire 
(15 caracteres ou espaces au maximum) 



□ 



Anmelder 

Die Angaben uber den (die) 
Anmelder sind in der internationalen 
Veroffentlichung enthalten oder vom 
Internationalen BUro nach der 
internationalen Veroffentlichung 
vermerkt worden. 

Anderungen, die das Internationale 
BOro noch nicht vermerkt hat. sind 
euf einem Zusatzbtatt angegeben. 

Zustellanschrift 

(siehe Merkbteit H V 



1. Applicant 

Indications concerning the 
applicants) are contained in the 
international publication or recorded 
by the International 8ureau after the 
international publication. 



Changes which have not yet been 
recorded by the International Bureau 
are set out on an additional sheet. 

Address for correspondence 

(s0O Notes it, V 



1. Demandeur 

Les indications concemant lets) de- 
mandeurfs) figurent dans la publication 
internationale ou ont ete enregistrees 
par le Bureau international apres la 
publication Internationale. 



Les changernents qui n'ont pas encore 
ete enregistres par le Bureau inter- 
national sont indiques sur une feuille 
additionnelle. 

Adrosfia pour le correspondence 

(voir notice It. V 



□ 



2. Vertreter 

Name (IMur einen Vertreter a ngeben. 
der in das europaische Patentregister 
eingetragen und an den zugestellt 
wird) 



Geschaltsanschrift 



Tefefon 



Telefax 



Telex 



Weitere(r) Vertreter auf Zusatzblatt 



3. Vollmacht 

Q Einzervollmacht ist beigefugt. 

fn Allgemeine Vbllmacht ist registriert 

unter Nummer: 



2. Representative 

Name {Name only one 
representative who will be listed in 
the Register of European Patents and 
to whom notification will be made) 

Hutchins. Or Michael Richard 

Address of place of business 

M. R. Hutchins & Co. 

23 Mount Sion, Tunbridge Welte, Kent 

TN1 1TZ. United Kingdom 

Telephone 

+44 1892 539659 



Fax 

♦44 1892 528720 



Telex 



Additional representatives) on 
additional sheet 



Authorisation 

Individual authorisation is attached. 

General authorisation has been 
registered under No: 



Mandataire 

Norn (N'indiquer qtT un saul 
mandataire. qui sera inscrit au 
Registre europeen des brevets et 
auquel signification sera faite) 



Adresse professionnelle 



Telephone 



Telefax 



Telex 



Autre(s) mandataireis) sur une feuille 
additionnelle 



Pouvoir 

Un pouvoir special est joint, 

Un pouvoir general a ete enregistre 
sous le n° : 



□ 
□ 



Allgemeine vbllmacht ist eingereicht, 
aber noch nicht registriert. 

Die beim EPA als PCT-Anmeldeamt 
eingereidite Vollmacht achlielSt eus- 
drucktich die europaische Phase ein. 



A general authorisation has been 
filed, but not yet registered. 

The authorisation filed with the EPO 
as PCT receiving Office expressly 
includes the European phase. 



Un pouvoir general a ete depose, 
mars n'est pas encore enregistrd. 

Le pouvoir general depose a I'OEB 
agissant en qualite d'office recepteur 
au titre du PCT s'apptique expresse- 
ment d la phase europeenne. 



EPA/EPO/OEB Form 120O.1 12.03 
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6. 



6.1 



Prufungsantrag 

Hiermit wird die Prufung der AnmeJ- 
dung gemaft Art. 94 EPU beantragt. 
Die PrOfungsgebuhr wird (wurde) 
entrichtet. 



Prufungsentrag in einer zugelassenen 

Nichtamtssprache 

(siehe Merkblatt III. 6.2) : 



Request for examination 

Examination of the application under 
Art. 94 E PC is hereby requested. 
The examination fee is being (has 
been, will be) paid. 



Request for examination in an 
admissible non-EPO language 
(see Notes HI, 5-2) : 



ftequete en exam en 

II est demande que soit examinee 
la demande de brevet conform ement 
a i'art. 94 CBE U est (a ete. sera) 
procede au paiement de (a taxe 
d'examen. 

Requete en examen dans une langue 
non officieiie autorisee 
(voir notice til* 5.2) : 



Abschrfften 

Zusatzliche Abschrift(en) der im 
erganzenden europaischen 
Rechercnenbericht angefOhrten 
Schriftstucke wird (werden) 
beantragt 

Anzahl der zusatzliehen Satze von 
Abschriften 



Copies 

Additional copy (copies) of the 
documents cited in the 
supplementary European search 
report is (are) requested. 



Copies 

Priere de fournir une ou ptusieura 
copies supplementaires des 
documents cites dans le rapport 
complementatre de recherche 
europeenne. 



Number of additional sets of copies 



Fur das Verfahren vor dem EPA 
bestimmte Unteriagan 



Dem Verfahren vor dem EPA afs 
Bestimmungsamt (PCT I) sind fol- 
gende Unterlagen zugrunde zu legen: 

die vom Intemationalen Buro ver- 
offerrtiichten Anmeldungsunter- 
lagen (mit alien Anspruchen, 
Beschreibung und Zeichnungen). 
gegebenenfalls mit den geanderten 
Anspruchen nach Art. 19 PCT 

soweit sie r\\dht ersetzt werden 
durch die beigefugten 
Andarungen. 

Falls notig. sind Ktarstellungen euf 
einem Zusatzbiatt einzureichenl 



6,2 Dem Verfahren vor dem EPA als 

ausgewahKem Amt (PCT II) sind foi- 
gende Unterlagen zugrunde zu legen: 

die dem intemationalen voHaufigon 
Prufttngsbericht zugrunde gel eg ten 
Unterlagen, einschlieSlich seiner 
eventuellen Anlagen 
(Sofche Anlagen mu$$en immer 
beigefugt werden) 



□ 



soweit sie nicht ersetzt werden 
durch die beigefugten Ande* 
run gen. 



Falls notig, sind Ktarstellungen auf 
eincm Zusatzbiatt einzureichenf 



Sind dem EPA als mit der intematio- 
nalen wlaufigen Prufung beauf- 
tragten Behflrde Versuchsberichte 
zugegangea durfen cfiese dem Ver- 
fahren vor dem EPA zugrunde gelegt 
werden. 



Documents intended for pro- 6. 
ceedings before the EPO 



6.1 Proceedings before the EPO as 6.1 
designated Office (PCT I) are to be 
based on the following documents: 

the application documents pub- 
lished by the International Bureau 
(with all claims, description and 
drawings), where applicable with 
amended claims under Art. 19 PCT 



unless replaced by the amend- 
ments enclosed. 



Where necessary, clarifications must 
be submitted on a separate sheet f 



6.2 Proceedings before the EPO as 6.2 
elected Office (PCT II) are to be 
based on the following documents: 

the documents on which the inter- 
national preliminary examination 
report is based, including its 
possible annexes 

(Such annexes must always be filed) 



unless replaced by the amend- 
ments enclosed. 



Where necessary, clarifications must 
be submitted on a separate sheet! 



If the EPO as International Prelimi- 
nary Examining Authority has 
received test reports, these may be 
used as the basis of proceedings 
before the EPO. 



Nombre de jeux supplementaires 

de copies 



Pieces destinees a la procedure 
devant I'OEB 



La procedure devant I'OEB agissant 
en qualite d'office design* (PCT I) doit 
se fonder sur les pieces suivantes : 

les pieces de la demande pub!!6e 

par le Bureau international (avec 
toutes les revendfcations, la descrip- 
tion et les dessinsh eventuellement 
avec les revendications modifiees 
conformement a I'articie 19 du PCT 

dans la mesure ou eiles ne som pas 
remplacees par les modifications 

joint es. 

Le cos 4ch6ant des explications 
doivont $tre jointes sur une feu'ttie 
additionnellef 



La procedure devant I'OEB agissant 
en qualite d'office elu (PCT 10 doit 
se fonder sur les pieces suivantes : 

les pieces sur lesquettes se fond e le 
rapport d'examen preliminaire 
international, y compris ses 
annexes eventuedes 
(De teltes annexes sent toujours 
a joindre) 

dans la mesure ou elles ne sont 
pas rempfacees par les 
modifications jointes. 



Le ess AchGant des explications 
doivent $tro jointes sur une feuille 
additionnellef 

Si I'OEB. agissant en qualite 
d 'administration chargee de i'examen 
preliminaire international, a recu des 
rapports d'esseis, ceux-d peuvent 
constituer la base de la procedure 
devant l'OE8. 



EP/VEPO/OEB Form 1200.2 12.03 

Received at the EPO on Jul 24, 2006 12:49:16. Page 6 of 25 



24-JUL-2006 11 : 44 FROM M R HUTCH INS & CO 



TO 00498923994465 



P. 07/25 



□ 



□ 
□ 



□ 



□ 



Obersetzungen 

Beigefugt sind die nachfolgend 
angekrouztsn Obersetzungen in sine r 

der Amtsspraohen des EPA (Deutsch, 
Englisch, Frsnzbsisch): 

• Im Verfahren vor dem EPA els 
Bestlmmungsamt Oder 
ousgewahltem Amt (PCTI + ft): 

Obersetzung der ursprungtich 
eingefefchten international en ' 
Anmeldung (Baschreibung, Arv 
sprGche, etwaigeTextbestandteile in 
den Zeichnungen). der veroffent- 
lichten Zusammenfassung, und 
etwaiger Angaben Ober bioicgisches 
Material nach Regel 13^.3 und 
13** A PCT 

Obersetzung der prforftStc- 
begKindenden AnmekJung(en) 

Es wird hiermit erklart, da£ die 
Internationale Anmefdung in ihrer 
ursprunglich eingereichten 
Fassung eine voitstandige 
Obersetzung der frQheren An- 
meldung ist (Regel 38<5) EPU) 

• Zus&tzllch im verfahren vor dem 
EPA ats Beatimmungsatnt (PCT I): 



Obersetzung der nach Art 19 PCT 
geanderten Anspruche nebst 
Erklarung, falls diese dem 
Verfahren vor dem EPA *ugrunde 
gelegt werden sollen (siehe Feld 6) 



♦ Zusatzlich im Verfahren vor dem 
EPA afs ausgewahltem Amt 

(PCT IH: 

Obersetzung der Anlagen zum 
intemationalen voriiuflgen 
Prufungsbericht 



7. Translations 

Translations in one of the official 
languages of the EPO (English, 
French, German) are enclosed as 
crossed below: 

• In proceedings More the EPO 
as designated or elected Office 

(PCT 1 + It); 

Translation of the International 
application (description, claims, 
any text in the drawings) as 
originally filed, of the abstract as 
published and of any indication 
under Rule 13*»3 and 13*»4 PCT 
regarding biological material 



Translation of the priority appli- 
cation^) 

It is hereby declared that the 
international application as 
originally filed is a complete 
translation of the previous 
application (Rule 38(5) EPC) 



• tn addition, in proceedings before 
the EPO os designated Office 

(PCT I): 

Translation of amended claims 
and any statement under Art. 19 
PCT, if the claims as amended are 
to form the basis for the procee- 
dings before the EPO 
(see Section 6) 

• In addition, in proceedings before 
the EPO as elected Office (PCT II): 



Translation of any annexes to the 
international preliminary exami- 
nation report 



Traductions 

Vous trouverez, ci-joint. les 
traductions cochees chapres dans 
I'une des langues offictelles de I'OEB 
(atlemand, anglais, francais) ; 

* Dans fa procedure devant I'OEB 
agissant en quality d'offlce 
designe ou 6lu (PCT I + II): 

Traduction de la damande inter- 
national* telle que depose* 
fnitiatement (description, revendica- 
tions. textes figurant eventuelle- 
ment dans les dessins), de I'abrege 
publie, et de toutes indications 
visees aux regies 13**. 3 et l&^A 
du PCT concemant le materiel 
btoJogique 

Traduction de la (des) demande{s) 
ouvrant le droit de priorite 

II est declare par la presente que 
la demande Internationale telle 
que deposee initialement est une 
traduction integrate de la demande 
anteriaure (regie 38(5) CBE) 



• De plus, dans la procedure devant 
I'OEB agissant en quality d'offlce 
desfgn6 (PCT I) : 

Traduction des revindications 
modifiees et de la declaration faite 
conformernent a I'article 19 du PCT 
si la procedure devant I'OEB doit 
etre fondee sur les revendications 
modifiees (voir (a rubrique 6) 

♦ De ptus. dans la procedure devant 
I'OEB agissant en quality d'offtce 
e~tu(PCTIl): 

Traduction des annexes du 
rapport d'examen prelim inaire 
International 



□ 



Biofogtsches Material 

Die Erfindung bezieht sich auf bzw. 
verwendet biologisches Material, das 
nach Regel 28 EPO hinterlegt worden 
ist. 

Die Angaben nach Regel 28(1 )c) 
EPO (fails noch nicht bekannt, die 
Hintedegungsste»e und das (die) 
Bezugszeichen (Nummer, Symbole 
usw.l des Hinterlegers) sind in der 
internatronalenVeroffentiichung Oder in 
der gemaa Feld 7 eingereichten Ober- 
set?un9 enthalten auf: 

Seite(n)/Zeiie(n) 



8. Biological material 

The invention relates to and/or uses 
biological material deposited under 
Rule 28 EPC. 



The particulars referred to in 
Rule 28(1 )(c) EPC (if not yet known, 
the depository institution and the 
identification reference(s) [number, 
symbols etc.l of the depositor) are 
given in the international publication 
or in the translation submitted under 
Section 7 on: 



Matt ere biologiquo 

L'invention conceme et/ou utilise 
de la matiere biologique. deposee 
conformernent a la regie 28 CBE. 



Las Indications visees a la regis 
28(1 )c) CBE (si non encore connues, 
I'autorite de depot et la (les) 
refereoce(s) d'identification Inumero ou 
sym boles etc.] du deposant) figurent 
dans la publication intemationale ou 
dans une traduction produrte con- 
formement a la rubrique 7 a la / aux: 



page(s) / line(s) 



page(s) / ligne(s) 



□ 
□ 

□ 



Die Empfangsbescheinigungten) 

der Hintertegungsstelle 

ist (sind) beigefugt 

wird (werden) nachgereicht 

verzicht auf die Verpflichtung des 
Antrag3 tellers nach Regel 28(3) EPU 
auf gesondertem Schriftstuck 



The raceipt(s) of deposit issued by 
the depositary institution 

is (are) enclosed 

will be filed at a later date 

Waiver of the right to an undertaking 
from the requester pursuant to 
Rule 28(3) EPC attached. 



Le(s) recepisse(s) de depot delivre(s) 
par rautorite de depot 

est (sont) joint(s) 

sera (seront) produit(s) uher ieurement 

Renonciation. sur document distinct, 
a i 'engagement du requerant au titre 
de la regie 28(3) CBE. . 



EPA/EPO/OEB Form 1200.3 12.03 

Received at the EPO on Jul 24, 2006 12:49:16. Page 7 of 25 



3 



24-JUL-2006 11:44 FROM M R HUTCH I KG a CO 



TO 00498923994465 



P. 08/25 



9.. Nucleotid- und Aminosdure- 



9. Nucleotide and amino add 



□ 



□ 



□ 



n 



Die nach Regeln 5.2 und 13™' PCT 
sowie Rcgel 111(3) EPU erforderli- 
chen Unterlagen liegen dem EPA 
bereits vor. 

Das schriftliche Sequenzprotokoll 
wird anliegend nachgereicht. 

Das Sequenzprotokoll geht nicht 
Ober den Ihhalt der Anmeldung in 
der ursprunglich eingereichten 
Fassung hinaus. 

Der vorgeschriebene Datentrager 
ist beigefugt. 

Die auf dem Datentrager gespei- 
cherte information stimmt mit dem 
schriftlichen Sequenzprotokoll 
Qberein. 



The items necessary in accordance 
with Rules 52 and 13™ PCT and 
Rule 111(3) EPC have already been 
furnished to the EPO. 

The written sequence listing is 
furnished herewith. 

The sequence listing does not 
include matter which goes beyond 
the content of the application as 
filed. 

The prescribed data carrier is 
enclosed. 

The information recorded on the 
data carrier is identical to the 
written sequence listing. 



IS 



□ 



10. BenertnungsgebChren 

10.1 £s ist derzeit beabsichtigt den sie- 
benfachen Betrag einer Benennungs- 
gebuhr zu entrichten. Demit gelten 
die Benennungsgebuhren fur alia . 

■ Vertragsstaaten des EPO 1 als ent- 
richtet (Art. 2 Nr. 3 GebO), soweit sie 
in der intern ation a len Anmeldung 
bestimmt sind*. 

10.2 Abweiohend von der Erklarung in Nr. 
'10.1 ist derzeit beabsichtigt. weniger 

ate sieban Benennungsgebuhren fgr 
folgende in der irrtemationalen An- 
meldung bestimmteVertrags- 
st a ate n des EPO* zu entrichten: . 



10. Designation fees 



10. 1 It is currently intended to pay seven 
times the amount Of the designation 
fee. The designation fees for all the 
EPC contracting states 1 designated 
in the international application' are 
thereby deemed to have been paid 
(Art. 2 No. 3 RFees). 



10.2 The declaration in No. 10.1 does not 
apply. Instead, it is currently intended 
to pay fewer than seven designation 
fees for the following EPC 
contracting states 3 designated In 
the international application: 



ID 
(2) 



w 

(S> 



Soweit unter Nr. 10.2 Vertragsstaaten 
aufgefuhrt sind, wird beantragt, fur 
die dort nicht aufgef uhrten Vertrags- 
staaten von der Zusteliung einer 
Mftteilung nach Regel 108(3) EPO 
abzusehen. 

10.3 Wird ein automatischer 

Abbuchungsauftrog erteilt (Fetd 12). 
so wird das £PA beauftragx bei Ab- 
lauf der Grundfrist nach Regel 107 
(1)d) EPO den siebenfachen Betrag 
einer BenennungsgebOhr abzubuchen. 
ist eine Erktarung nach Nr. 10.2 
abgegeben worden, so sollen die 
Benennungsgebuhren nur fur die dort 
angegebenen Vertragsstaaten 
abgebucht werden. so fern dem EPA 
nicht bis zum Ablauf der Grundfrist 
ein anderslautender Auftrag zugeht. 



If contracting states ere indicated 
under No. 10.2, it is requested that no 
communication under Rule 108<3) 
EPC be issued for contracting states 
not thus indicated. 



t0.3 If an automatic debit order has 
been issued (Section 12), the EPO 
is authorised, on expiry of the basic 
period under Rule 107(1 Kd) EPC. 
to debit seven times the amount of 
the designation fee. If states are 
indicated under No. 10.2. the EPO 
will debit designation fees only for 
those states, unless instructed 
otherwise before the basic period 
expires. 



9. Sequences da nucleotides 
at d'scfdes amines 

Les pieces requises selon les regies 
5.2 et 13- PCT et la regie 111(3) C6E 
ont deja ete deposees aupres de 
I'OEB. 

La liste de sequences ecrite est 
produite ci-joint. 

La Rate de s6quences ne contient 
pas d'elements attendant au-deta 
du contenu de la demande telle 
qu'elle a ete deposee. 

Le support de donnees present 
est joint, 

L 'information figurant sur le 
support de donnees est identique 
a celle que contient la liste de 
sequences ecrite. 



10. Taxes de designation 

10.1 II est actuellement envisage de payer 
un montant correspondant a sept 
fois la taxe de designation. Les taxes 
de designation sont ainsi reputees 
payees pour tous les Etats 
contractants de la CBE' designer 
dans la demande international^ 
(art. 2. point 3 du RRT). 

10.2 Contra ire ment a ce qui est indique au 
n° 10.1 . il est actuellement envisage 
de payer moms da sept taxes . 

de designation pour les Etats 
contractants de la CBE 7 suivants 
destgnes dans la demande 
Internationale : 



Si des Etats contractants sont 
mentionnes au n° 10.2, priere de ne 
pas proceder a la signification d'une 
notification prevue par ta regie 108(3) 
CBE pour les Etats contractants n'y 
etant pas mentionnes. 

10.3 Si un ordrc de prelevement auto- 
mattque est donne (rubrique 12). 
tl est demande a I'OEB de preiever. 
d rexpiration du delai normal vise 
a la regie 107(1 Id) CBE. un montant 
correspondant a sept fois la taxe de 
designation. Si une declaration a ate 
faite au n* 10.2, les taxes de designa- 
tion ne sont a preiever que pour les 
Etats contractants qui y sont indt- 
ques, sauf instruction contra ire recue 
par I'OEB avant ('expiration du delai 
normal. 



1 Stznd bei Drux*leei*tQ: 27 VerragsstMffiA, und Twar / Status when mis form wea printed: 27 contracting states, name* t Situation a is date dlmpression : 27 Etats contractants, 

A save* : at Ouerreien / Austria / Auwiena. BC Beig ten / Belgium / Betoique. BO Bulgarian / Bulgaria / Bulgaria, CH / U Schweiz und Liechtenstein / Svwtzertond and Liechtenstein / 
Suisse- et Liechtenstein. CY 2ypem / Cyprus / Owpre. CZ T«ehechiscne Repubkk / Czech Republic / Rcputtiqve tcheque, DC Doutsohbnd / Germany / APemagne. PK Dwmsrt / 
Don mark / Oanemartc. EE Eetland / Estonia / Estonia. EG Spanien / Spain / Espagne. R FmnUnd / Finland / Finfcindo. FR Franlcre/ch / France / France, GB Vera nigra s Kfinigreieh / 
United Kingdom/ Royaumo-Uni. GRGriechenland/Gnjcce/Grcce, MU Ungam / Hungary /Hgngrte, IE Mend / (netand / blende, rriteJien / Italy / itctia. LU Lu*errkora / Luxembourg / 
Luxemtxxjra MC Monaco / Monaco / Monaco. KL NicdcHando / Netherlands / P*ys-B*9. pt Portugal / Portugal / Portugal, ro Rumenien / Romania / Rou mania, SE Sohvveden / 
Sweden / Suede. SI Stoweraon / Slovenia / Slovenic. 6K Slowakiocho Rcpubft / Slovak Republic / Rapi^&quo sl&vaque, TR Turttei / Turtey / Turquie 

2 Pur fofgenda Stssten nur mogtich. falls in der internationolcn Anmeldung am oder nach falgcndem Tag bestimmt: Stowakischa Repubfk. Bufgarien, Techechische Repubhk und 
Esttantr l . Juli 2002, Slovenian: 1 . Dcrcmfccr 2002. Ungatn: i . januaf 2003 und Rumanian: ^ . MaVi 2003. / For the fouowing etates this is possible only II tney are designated 
in the international application an ut after the stated data: Slovak Republic. Bulgaria. Czech Repubnc end Estonia: 1 July 2002, Slovenia: 1 December 2002, Hungary; 1 January 
2003 and Romania: \ Marcn 2003. / En ce qui concern o >u Etats sufvants seutement »a designation a ete eflectuen dana ta demands fauemaiionale a la dare suivenie ou 

9 une data ulterieuro: Rcpubliquc slovaque. Qulgarie. RapubSqua tcheque et Estonia: I" juiflet 2002. SlovAnie: 1 - cttcembre 2002. Hongn'a: \ m janvier 2003 et Rooms nia: 
1* mars 2003. 
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11. Erst reck ung des europiischen 
Patents 

8ei Zahlung der Erstreckungs- 
gebuhf (en) gilt diese An m el dung auch 
ats wirfcsamer Erstreckungsantrag fQr 
die in der internationalen Anmetdung 
bestimmten »Erstreckungsstaaten«. 
Es ist beabsichttgt. diese Gebflhr(en) 
furfolgende Staaten zu entrichten: 



SI Stowenien " 

LT Litauen 

LV Letttand 

AL Albanien 

RO Rumanian " 

MK Ehernaligejugcslavvische 
Repubtik Ma2adonian 



11. Extension of the European patent 11. 

On payment of the extension fee(s) 
this application is also deemed to be 
a request for extension to all the 
"extension states" designated in the 
international application. It is intended 
to pay the fee(s) for the following 
states: 



Slovenia l > 
Lithuania 
Latvia 
Albania 
Romania 11 

Former Yugoslav Republic 
of Macedonia 



Extension des effete du brevet 
eu rope en 

La taxe (Les taxes) d'extension 
payeets), la presente demande 
est egalement reputee etre une 
demande d'extension a tous tea 
«Etats autonsant I'extensiono 
designes dans la demande 
Internationale. (I eat envisage de 
payer la taxe (les taxes) d'extension 
pour les Stats suivants: 

Sovenie" 
Lituanie 
Lettonte 
AJbanie 
Roumanie 11 

E*Repubtique yougoslave 
do Maeeooine 



2) 



FQt Slowenien and Rumanian nor mdgficn, tails in der imernationsten Anmeiauno bis 30. November 2002 (Slowenien) Oder bis 28. Februar 2003 {Rumanian* besrimmt. / 
For Slovenia end Romania this is possible only if they are designated in the international application up to 30 November 2002 (Stove ma) or 2d February 2003 (Romania). / 
£n ce qui coneerne la Slovenie et la Roumanio. scutemcnt si la designation a etc effectvee dans lo demands intcmationale jusqu'au 30 novsmbre 2002 ISbventel ou jusau'au 
28 fevrier 2003 (Roumanie). 

Watt fOr Staaten, mfc denen »ErstrGX&ungsobkornmeni n*«h Drucktegung dieses Formblatts in Kraft tretcn und die in der internationalen AnmcWvng bostimmt waron- / 

Space for States with which "extension agreements" enter into force *f\ei this form h*s t*jan printed »nd which were designated in the international application, / 

Prevu pour dos Etats 5 regard desquct des « accords dcscicn^ipnn enrmront en vigueur apres I'impressiert du present ftwmubin* ctqUontet* desires dan$ la demande imemetienala. 



12. Automati5cher Abbuchung&auftrag 
(Nur mag/ich fur Inhabcr von beim 
EPA gefOhrten laufenden Konten) 

Das EPA wird beeuftragt, nach Mas- 
gabe der Vorschriften Gber das euto- 
matische Abb u ch u n gs v erf a hren fallige 
Gebuhren und Auslagen vorn 
untenstehenden laufenden Konto 
abzubuchen. in Bezug auf die Benen- 
nungsgebuhren wird auf Feld 10.3 
verwiesen. Das EPA wird ferner be- 
auftragt, cPe Erstreckungsgebuhren 
fur jeden in Feld 11 angekreuzten 
« Erstr eckungsstaat« bei Ablauf der 
Grundfrist 2u ihrer Zahlung abzu- 
buchen, sofem ihm nicht bis dahin ein 
a ndersl a uten der Auftrag lugeht. 

Nummer und Kontoinhaber 



12. Automatic debit order 

(for EPO deposit account holders 
only) 

The EPO is hereby authorised, under 
the Arrangements for the automatic 
debiting procedure, to debit from the 
deposit account below any fees and 
costs falling due. For designation 
fees, see Section 10.3. The EPO is 
also authorised, an expiry of the basic 
period for paying the extension fees, 
to debit those fees for each of the 
"extension states" marked with 
a cross in Section 11, unless 
instructed otherwise before the said 
period expires. 



Number and account holder 
28050421 M. R. Hutchins & Co. 



12. Ordre de pretevement automatique 
(untquemerrt possible pour les 
tituiaires de comptes couronts 
ouverts aupras da I'OEB) 

Par la presente, il est demande a 
I'OEB de preiever du compte courant 
ci-de&sous les taxes et frats venant a 
echeance, conformement a la regie- 
mentation relative au prelevement 
automatique. Pour les taxes de 
designation, se reporter a la rubrique 
10.3. tt est en outre demande a I'OEB 
de prelever. a I'expiration du delai 
normal prevu pour leur paiament. les 
taxes d'extension pour chaque «Etat 
autorisant I'extensiono coche a la 
rubrique 11. sauf instruction contraire 
re cue avant I'expiration de ce delai. 

Numero et titufaire du compte 



fx) '3. Eventuelle Ruckzahluftgen auf das 
beim EPA gefOhrte laufende Konto 

Nummer und Kontoinhaber 



13- Any reimbursement to EPO deposit 
account 

Number and account holder 
28050421 M. R. Hutchins & CO. 



13. Remboursements eventuels a 
effectuer sur la compte courant 
ouvert aupres de t'OEB 
Numero et titulatre du compte 



14. UnterschHft(en) des (d&r) 
Anmelder(s) Oder Vertreters 



14. Signature! s) of appiicant(s) or 
representative 

Or Michael R. Hutchins 




14. Signature(s) du (des) demandeur(s) 
ou du mandataire 



Ort / Datum 

FQr AngesteJtte (Art. 133(3) EPO) 
mit allgemeiner Vollmacht: 

Nr. 

Nsmefrt) des (dart Urrtevzetchnetsn btJtc in Drudt- 
ecfwrft wisdartwJon. Boi junsttsdhen Personcn bins 
audi die Steiuna des (der) UntsrzoJchneten 
mnerhato der Gesefcrfvjft in Ovdc-xhrfft angtben. 



Place / Date Tunbridge Wells 23.7.2006 

For employees (Art 133(3) EPC) 
having a general authorisation: 

No. 



Plttzse print name{a) under agnaturets). In the 
esse of legal persons, the position off the 
signatory within die con«>ftny should alao be 

primed. 



Uau / Date 

Pour les employes (art. 133(3) CBE) 
disposant d 1 un pouvofr general : 

N° 

U> W »« ncuTYs dan signataij** doivewV &OB indqudS 

en csracxeres o^mprirneria S'l s*agit Juno personno 
n^oraJs^apOSttion oopupeow soin do celoo par to ou 
les signAtaires doti dQSfemsftt Gtro Jnrjqufto en 
csrectsres dVnprtmerto. 
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CLAIMS * 

1 . A compound of the formula (I): 

R 2 

R — A-N 
k * 

R 5 
N-N 

H (D 

or a salt, solvate, tautomer or N-oxide thereof; 
5 wherein A is a saturated hydrocarbon linker group containing from 1 to 7 carbon 

atoms, the linker group having a maximum chain length of 5 atoms extending 
between R 1 and NR 2 R 3 and a maximum chain length of 4 atoms extending 
between E and NR 2 R 3 , wherein one of the carbon atoms in the linker group may 
optionally be replaced by an oxygen or nitrogen atom; and wherein the carbon 
10 atoms of the linker group A may optionally bear one or more substituents selected 

from oxo, fluorine and hydroxy, provided that the hydroxy group when present is 
not located at a carbon atom a with respect to the NR 2 R 3 group and provided that 
the oxo group when present is located at a carbon atom a with respect to the 
NR*R 3 group; 

15 E is a monocyclic or bicyclic carbocyclic or heterocyclic group; 

R 1 is an aryl or heteroaryl group; 

R and R are independently selected from hydrogen, C1.4 hydrocarbyl and 
Cm acyl wherein the hydrocarbyl and acyl moieties are optionally substituted by 
one or more substituents selected from fluorine, hydroxy, amino, methylamino, 
20 dimethylamino and methoxy; 

or R 2 and R 3 together with the nitrogen atom to which they are attached 
form a cyclic group selected from an imidazole group and a saturated monocyclic 
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heterocyclic group having 4-7 ring members and optionally containing a second 
heteroatom ring member selected from O and N; 

or one of R 2 and R 3 together with the nitrogen atom to which they are 
attached and one or more atoms from the linker group A form a saturated 
5 monocyclic heterocyclic group having 4-7 ring members and optionally 

containing a second heteroatom ring member selected from O and N; 

or NR 2 R 3 and the carbon atom of linker group A to which it is attached 
together form a cyano group; 

R 4 is selected from hydrogen, halogen, Ci_ 5 saturated hydrocarbyl, C1-5 
10 saturated hydrocarbyloxy, cyano, and CF3; and 

R 5 i$ selected from hydrogen, halogen, C1-5 saturated hydrocarbyl, Cm 
saturated hydrocarbyloxy, cyano, CONH 2 , CONHR 9 , CF 3 , NH 2 , NHCOR 9 or 
NHCONHR 9 ; 

R 9 is a group R 9a or (CH 2 )R 9a , wherein R 9a is a monocyclic or bicyclic 

1 5 group which may be carbocyclic or heterocyclic; 

the carbocyclic group or heterocyclic group R 9a being optionally 
substituted by one or more substituents selected from halogen, hydroxy, 
trifluoromethyl, cyano, nitro, carboxy, amino, mono- or di-Ci^ 
hydrocarbylamino; a group R a -R b wherein R a is a bond, O, CO, X l C(X 2 ), 

20 C(X 2 )X', X ! C(X 2 )X l , S, SO, SOa, NR C , S0 2 NR c orNR c S0 2 ; and R b is selected 

from hydrogen, heterocyclic groups having from 3 to 12 ring members, and a Cu% 
hydrocarbyl group optionally substituted by one or more substituents selected 
from hydroxy, oxo, halogen, cyano, nitro, carboxy, amino, mono- or di-Ci-4 
hydrocarbylamino, carbocyclic and heterocyclic groups having from 3 to 12 ring 

25 members and wherein one or more carbon atoms of the C 1 .g hydrocarbyl group 

may optionally be replaced by O, S, SO, S0 2 , NR C , X ! C(X 2 ), C(X 2 )X' or 
X'CPC^X 1 ; 

R c is selected from hydrogen and Cm hydrocarbyl; and 
X 1 is O, S or NR C and X 2 is =0, -S or =NR C . 

* 

30 2. A compound according to claim 1 of the formula (la): 
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(la) 

or a salt, solvate, tautomer or N-oxide thereof; 

wherein A is a saturated hydrocarbon linker group containing from 1 to 7 carbon 
atoms, the linker group having a maximum chain length of 5 atoms extending 
5 between R l and NR 2 R 3 and a maximum chain length of 4 atoms extending 

between E and NR 2 R 3 3 wherein one of the carbon atoms in the linker group may 
optionally be replaced by an oxygen or nitrogen atom; and wherein the carbon 
atoms of the linker group A may optionally bear one or more substituents selected 
from oxo, fluorine and hydroxy, provided that the hydroxy group when present is 
10 not located at a carbon atom a with respect to the NR 2 R 3 group and provided that 

the oxo group when present is located at a carbon atom a with respect to the 
NR 2 R 3 group; 

E is a monocyclic or bicyclic carbocyclic or heterocyclic group; 
R 1 is an aryl or heteroaryl group; 
15 R 2 and R 3 are independently selected from hydrogen, C w hydrocarbyl and 

C M acyl; 

or R 2 and R 3 together with the nitrogen atom to which they are attached 
form a saturated monocyclic heterocyclic group having 4-7 ring members and 
optionally containing a second heteroatom ring member selected from O and N; 
20 or one of R 2 and R 3 together with the nitrogen atom to which they are 

attached and one or more atoms from the linker group A form a saturated 
monocyclic heterocyclic group having 4-7 ring members and optionally 
containing a second heteroatom ring member selected from O and N; 
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2 3 

or NR R and the carbon atom of linker group A to which it is attached 
together form a cyano group; 

R 4 is selected from hydrogen, halogen, C1.5 saturated hydrocarbyl, cyano 
and CF3; and 

5 R is selected from hydrogen, halogen, C1.5 saturated hydrocarbyl, cyano, 

CONH2, CONHR 9 , CF 3 , NH 2 , NHCOR 9 or NHCONHR*; 

R is phenyl or benzyl each optionally substituted by one or more 
substituents selected from halogen, hydroxy, trifluoromethyl, cyano, nitro, 
carboxy, amino, mono- or di-Ci.4 hydrocarbylamino; a group R a -R b wherein R° is 
10 a bond, O, GO, X l C(X 2 ), C(X 2 )X\ X ! C(X 2 )X\ S, SO, SO2, NR C , SO^NR* or 

NR S0 2 ; and R is selected from hydrogen, heterocyclic groups having from 3 to 
12 ring members, and a d. 8 hydrocarbyl group optionally substituted by one or 
more substituents selected from hydroxy, oxo, halogen, cyano, nitro, carboxy, 
amino, mono- or di-Ci^ hydrocarbylamino, carbocyclic and heterocyclic groups 
15 having from 3 to 12 ring members and wherein one or more carbon atoms of the 

C1.8 hydrocarbyl group may optionally be replaced by O, S, SO, SO2, NR C , 
X J C(X 2 ), C(X 2 )X ! orX'cpC^X 1 ; 

R c is selected from hydrogen and Cm hydrocarbyl; and 
X 1 is O, S or NR C and X 2 is =0, =S or -NR C . 

3. A compound according to claim 1 or claim 2 wherein A is a saturated 

hydrocarbon linker group containing from 1 to 7 carbon atoms, the linker group 
having a maximum chain length of 5 atoms extending between R l and NR 2 R 3 and 
a maximum chain length of 4 atoms extending between E and NR 2 R 3 , wherein 
one of the carbon atoms in the linker group may optionally be replaced by an 
oxygen or nitrogen atom; and wherein the carbon atoms of the linker group A 
may optionally bear one or more substituents selected from fluorine and hydroxy, 
provided that the hydroxy group when present is not located at a carbon atom a 
with respect to the NR 2 R 3 group; and 

R is selected from selected from hydrogen, halogen, C1.5 saturated hydrocarbyl, 
cyano, CONH 2 , CF 3 , NH 2 , NHCOR 9 and NHCONHR 9 . 



20 



25 



30 
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4. A compound according to any one of claims 1 to 3 wherein: 

(i) the linker group A has a maximum chain length of 3 atoms (more 
preferably 1 or 2 atoms, and most preferably 2 atoms) extending between R 1 and 
NR 2 R 3 ; and/or 

5 (ii) the linker group A has a maximum chain length of 3 atoms extending 

between E and NR 2 R 3 ; and/or 

(iii) the linker group A has a chain length of 2 or 3 atoms extending between 
R 1 and NR 2 R 3 and a chain length of 2 or 3 atoms extending between E and 
NR 2 R 3 ; and/or 

10 (iv) the linker group atom linked directly to the group E is a carbon atom and 

the linker group A has an all-carbon skeleton. 

5. A compound according to any one of claims 1 to 3 wherein the portion R'-A- 
NR 2 R 3 of the compound is represented by the formula R 1 -(G)k-(CH2V W-CV 
(CH 2 ) n -(CR 6 R VNR 2 R 3 wherein G is NH, NMe or O; W is attached to the group 

15 E and is selected from (CH 2 )j-CR 20 , (CH 2 ) r N and (NH) r CH; b is 0 or 1 , j is 0 or 

1, k is 0 or 1, m is 0 or 1, n is 0, 1, 2, or 3 and p is 0 or 1; the sum of b and k is 0 
or 1 ; the sum of j, k, m, n and p does not exceed 4; R 6 and R 7 are the same or 
different and are selected from methyl and ethyl, or CR 6 R 7 forms a cyclopropyl 
group; and R 20 is selected from hydrogen, methyl, hydroxy and fluorine. 

20 6. A compound according to any one of claims 1 to 3 wherein the moiety R*-A- 

NR 2 R 3 is represented by the formula R I -(G) k .(CH 2 )m-X-(CH 2 )n-(CR 6 R 7 )p-NR 2 R 3 
wherein G is NH, NMe or O; X is attached to the group E and is selected from 
(CH 2 )j-CH, (CH 2 )j-N and (NH)j-CH; j is 0 or 1, k is 0 or 1, m is 0 or 1, n is 0, 1, 2, 
or 3 and p is 0 or 1, and the sum of j, k, m, n and p does not exceed 4; and R 6 and 

25 R 7 are the same or different and are selected from methyl and ethyl, or CR*R 7 

forms a cyclopropyl group. 
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7. A compound according to claim 6 wherein (i) k is 0, m is 0 or 1 , n is 0, 1 , 2 or 3 
and p is 0; or (ii) k is 0, m is 0 or 1, n is 0, 1 or 2 and p is 1 . 

8. A compound according to claim 6 wherein (i) X is (CH 2 )j-CH f k is 1 , m is 0, n is 
0, 1,2 or 3 and p is 0; or (ii) X is (CH 2 )j-CH, k is 1, m is 0, n is 0, 1 or 2 and p is I. 

5 9. A compound according to claim 6 or claim 8 wherein (i) j is 0; or (ii) j is 1; or (iii) 
CR*R 7 is C(CH 3 ) 2 . 

10. A compound according to claim 6 wherein the portion R'-A-NR^R 3 of the 

compound is represented by the formula R 1 -X-(CH2) n -NR 2 R 3 where X is attached 
to the group E and is a group CH, and n is 2. 

10 11. A compound according to claim 1 or claim 2 wherein R ! -A(E)-NR 2 R 3 is (i) a 

group selected from the groups Al to A 1 1 set out in Tabic 1 herein; or (ii) is 
selected from groups Al, A2, A3 and A10 in Table 1; or (iii) is the group A 10 in 
Table 1. 

12. A compound according to any one of the preceding claims wherein: 

15 (a) E is an aryl or heteroaryl group such as optionally substituted phenyl, 

thiophene, ftiran, pyrimidine and pyridine groups; or 

(b) E is a phenyl group; or 

(c) E is a non-aromatic monocyclic group selected from cycloalkanes such as 
cyclohexane and cyclopentane, and nitrogen-containing rings such as piperazine 

20 and piperazone; or 

(d) E is a monocyclic group. 

13. A compound according to any one of the preceding claims wherein the group A 
and the pyrazole group are attached to the group E in a met a or para relative 
orientation; i.e. A and the pyrazole group are not attached to adjacent ring 

25 members of the group E, for example wherein E is selected from 1,4-phenylene, 

1,3-phenylene, 2,5-pyridylene and 2,4-pyridylene, 1,4-piperazinyl, and 1,4- 
piperazonyl. 
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14. A compound according to any one of the preceding claims wherein E is (i) 
unsubstituted or (it) has up to 4 substituents (e.g. 0-3 substituents, more preferably 
0-2 substituents, for example 0 or 1 substituent) R 8 selected from hydroxy, oxo 
(when E is non-aromatic), chlorine* bromine, trifluoromethyl, cyano, Ci^ 

5 hydrocarbyloxy and Ci^ hydrocarbyl optionally substituted by C|. 2 alkoxy or 

hydroxy: 

15. A compound according to claim 12 having the formula (II): 




01) 

wherein the group A is attached to the meta or para position of the benzene ring 
10 and q is 0-4 (for example wherein q is 0, 1 or 2, preferably 0 or 1 and most 

preferably 0); R* is hydroxy; halogen (e.g. chlorine and bromine); trifluoromethyl; 
cyano; C|_4 hydrocarbyloxy optionally substituted by C1-2 alkoxy or hydroxy; and 
Cm hydrocarbyl optionally substituted by C1-2 alkoxy or hydroxy. 

16. A compound according to claim 13 having the formula (111): 
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(HI) 

where A' is the residue of the group A and R 1 to R 5 are as defined in any one of 
the preceding claims. 

17. A compound according to claim 1 5 having the formula (TV): 



.20 



R\L-<CH 2 ) Z -N 




(IV) 

wherein z is 0, 1 or 2, R 20 is selected from hydrogen, methyl, hydroxy and 
fluorine, provided that when z is 0, R 20 is other than hydroxy. 

18. A compound according to claim 1 5 having the formula (V): 
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wherein Rr is optionally selected from hydrogen and Cm hydrocarbyl, for 
example Cm alkyl such as methyl, ethyl and isopropyl, and more preferably R 3 is 
hydrogen. 

5 19. A compound according to any one of the preceding claims wherein R 1 is selected 
from phenyl, naphthyl, thienyl, furan, pyrimidine and pyridine, and preferably 
wherein R 1 is phenyl. 

20. A compound according to any one of the preceding claims wherein R 1 is 

unsubstituted or bears one or more substituents selected from hydroxy; Cm 

10 acyloxy; fluorine; chlorine; bromine; trifluoromethyl; cyano; CONH 2 ; nitro; Cm 

hydrocarbyloxy and Cm hydrocarbyl each optionally substituted by C 1.2 alkoxy, 
carboxy or hydroxy; Cm acylamino; benzoylamino; pyrrolidinocarbonyl; 
piperidinocarbonyl; morpholinocarbonyl; piperazinocarbonyl; five and six 
membered heteroaryl and heteroaryloxy groups containing one or two 

15 heteroatoms selected from N, O and S; phenyl; phenyl-CM alkyl; phenyl-C^ 

alkoxy; heteroaryl-CM alkyl; heteroaryl-CM alkoxy and phenoxy, wherein the 
heteroaryl, heteroaryloxy, phenyl, phenyl-CM alkyl, phenyl-CM alkoxy, 
heteroaryl-CM alkyl, heteroaryl-CM alkoxy and phenoxy groups are each 
optionally substituted with 1, 2 or 3 substituents selected from C1.2 acyloxy, 

20 fluorine, chlorine, bromine, trifluoromethyl, cyano, CONH2, C1.2 hydrocarbyloxy 

and C1.2 hydrocarbyl each optionally substituted by methoxy or hydroxy. 
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21. A compound according to claim 20 wherein: 

(a) R 1 is unsubstituted or is substituted by up to 5 substituents (e.g. 0, 1 > 2, 3 
or 4 substituents, preferably 0, 1 , 2 or 3 , and more preferably 0, lor 2 substituents) 
selected from hydroxy; Cm acyloxy; fluorine; chlorine; bromine; trifluoromethyl; 

5 cyano; Cm hydrocarbyloxy and Cm hydrocarbyl optionally substituted by C|, 2 

alkoxy or hydroxy; and five membered heteroaryl groups containing one or two 
heteroatoms selected from N, O and S, the heteroaryl groups being optionally 
substituted by one or more Cm alkyl substituents; or 

(b) R 1 is unsubstituted or is substituted by up to 5 substituents (e.g. 0, 1, 2, 3 
10 or 4 substituents, preferably 0, 1 , 2 or 3, and more preferably 0, lor 2 substituents) 

selected from hydroxy, Cm acyloxy, fluorine, chlorine, bromine, trifluoromethyl, 
cyano, Cm hydrocarbyloxy and C M hydrocarbyl optionally substituted by C1.2 
alkoxy or hydroxy. 

22. A compound according to claim 21 wherein the group R ! has one or two 
1 5 substituents selected from fluorine, chlorine, trifluoromethyl, methyl and 

methoxy. 

23. A compound according to claim 22 wherein R 1 is a mono-chlorophenyl or 
dichlorophenyl group. 

24. A compound according to any one of the preceding claims wherein (a) R 4 is 
20 selected from hydrogen and methyl; and/or (b) R 5 is selected from hydrogen, 

fluorine, chlorine, bromine, methyl^ ethyl, hydroxyethyl, methoxymethyl, cyano, 
CF 3 , NH 2 , NHCOR 95 and NHCONHR 9b where R 9b is phenyl or benzyl optionally 
substituted by hydroxy, Cm acyloxy, fluorine, chlorine, bromine, trifluoromethyl, 
cyano, Cm hydrocarbyloxy and Cm hydrocarbyl optionally substituted by C1.2 
25 alkoxy or hydroxy. 

25. A compound according to any one of the preceding claims wherein: 



Received at the EPO on Jul 24, 2006 12:49:16. Page 19 of 25 



24-JUL-2006 11:46 FROM M R HUTCH INS & CO TO 00498923994465 P. 20/25 

211 

(a) R 2 and R 3 are independently selected from hydrogen, Cm hydrocarbyl and 
Cj.4 acyl; or 

(b) R 2 and R 3 are independently selected from hydrogen and methyl; or 

(c) R 2 and R 3 are both hydrogen. 

5 26. A compound according to any one of the preceding claims having a molecular 
weight no greater than 1000, more usually less than 750, for example less than 
700, or less than 650, or less than 600, or less than 550, or less than 525, for 
example 500 or less. 

27. A compound of the formula (I) which is: 
10 2-phenyl-2- [4-( 1 H-pyrazol-4-yl)-phenyl]-ethy lamine; 

3-phenyl-2-l3-(lH-pyi^zol-4»yl)-phenyl]-propionitrile; 
2-[4-(3,5-dimethyI- 1 H-pyrazol-4-yl)-phenyl]-2-phenyl-ethylamine; 
2-(4-chloro-phenyl)-2-[4-(lH-pyrazol-4-yl)-phenyl]-ethylamine; 

2- [3 -(3 ,5-dimethyl- 1 H-pyrazol-4-yl)-pheny 1]- 1 -phenyl-ethylamine; 
1 5 3-phenyl-2-[3-(lH-pyrazol-4-yl)-phenyl]-propylamine; 

3- phenyl-2-[4-(lH*pyrazol-4-yl)-phenyl]-propylamine; 

{ 3- (4-chloro-pheny l)-3 -[4-(l H-pyrazol-4-yl)-pheny l]-propy I } -methy 1-amine; 
{ 3-(3,4-difluoro-phenyl)-3- [4-( 1 H-pyrazol-4-yl)-phenyl] -propyl } -methyl-amine; 
{3-(3-chloro-phenyl)-3-[4-(lH-pyrazol-4-y!)-phenyl]-propyl}-methyl-amine; 
20 3-(4-chloro-phenyl)-3-[4-(lH-pyrazol-4-yl)-phenyl]-propionamide; 

3-(4-chloro-phenyl)-3-[4-(lH-pyrazol-4-yi)-phenyl]-propylamine; 

3- (3,4-dichloro-phenyl)-3'[4-( 1 H-pyrazol-4-yl)-phenyl]-propylamine; 

4- (4-chIoro-phenyl)-4-[4-( 1 H-pyrazol-4-yl>phenyl]-piperidine; 

4-(4-methoxy-phenyl)-4-[4-(lH'pyrazol-4-yl)-phenyl]-piperidine; 

25 4-(4^hIoro-phenyl)-l-methyl-4-[4-(lH-pyrazol-4-yl)-phenyl]--piperidine; 

4-phenyl-4-[4-( 1 H-pyrazol~4-yl)-phenyl]-piperidine; 

4-[4-(3,5-dimethyl-lH-pyra2oI-4-yl)-phenyl]-4-phenyl-piperidine; 
dimethyl-{3-[4-(lH-pyrazoi-4-yl)-phenyl]-3-pyridin-2-yl-propyl}-amine; 
{ 2-(4-chloro-pheny l)-2-[4-( 1 H-pyrazo 1-4 -yl)-phenyl] -ethyl } -dimethy I-amine; 
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{2-(4-chloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-ethyl} -methyl-amine; 

{2-(4-cWoro-phenyl)-2-[4-(lH-pyrazoI-4-yl)-phenyl]-ethyl}-methyl-aniine (R); 

{2-(4-chloro-phenyl)-2-[4-(lH-pyrazoM-y!)-phenyl]-ethy!}-methyl-aniine (S); 

4-{2^4-chloro-phenyl)-2-(4-(lH-pyrazol-4-yl)-phenyl]-ethyl}-morphoIine; 
5 4- {4- [ 1 -(4-chloro-pheny l)-2-pyrrolidin- 1 -y 1 -ethyl] -phenyl } - 1 H-pyrazole; 

{2-(4-chloro-pheayl)-2-[4-(lH-pyrazoM-yl)-phenyl]^thyl}-isopropyl-amine; 

dimethyl- {2-phenyl-2-[4-( 1 H-pyrazol-4-y l)-phenyl]-ethyl} -amine; 

{ 2,2-bis-[4-( 1 H-pyrazol-4-y l)-pheny IJ-ethyl } -dimethy 1-amine; 

{2,2-bis-[4-(lH-pyrazol-4-yl)-phenyl]-ethyl}-methyl^amine; 
10 2-(4-chloro-phenyl)-2-[4-(lH-pyrazol-4-yl)-phenyl]-ethylamine (R); 

2-(4-chl6ro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-ethylamine (S); 

2-(4-chloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-acetamide; 

1 - {2~(4-chioro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl] -ethyl } -piperazine; 

1 - {2-(4-chloro-phenyl>2-[4-( 1 H-pyrazol-4-y l)-phenyl] -ethyl } -piperidine; 
1 5 4- (4-[2-azetidin- 1 -yl- 1 -(4~chloro-phenyl)-ethyl]-phenyl} - 1 H-pyrazole; 

1 -phenyl-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-ethylamine; 

2-(4-chloro-phenyl)-N-methyl-2-[4-(lH-pyrazol-4-yl)-phenyl]-acetamide; 

N-methyl-2 > 2-bis-[4-( 1 H-pyrazol-4-yl)-phenyl j-acetamide; 

{2-(4-chloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-ethyl} -methyl-amine; 
20 {2-(4-chloro-phenyl)-2-[4-( 1 H~pyrazol-4-yl)-phenyl J-ethyl} -ethyl -amine; 

4- {4-[ 1 -(4-chloro-phenyl)-2-imidazol- 1 -yl-ethyl]-phenyl } - 1 H-pyrazole; 

methyl-{2-(4-phenoxy-phenyl)-2-[4-(lH-pyrazol-4-yl)-phenyl]-ethyl}-amine; 

{2-(4-methoxy-phenyI)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-ethyl} -methyl-amine; 

methyl-{2-[4-(pyrazin-2-yloxy)-phenyl]-2-[4-( 1 H-pyrazol-4-yl)-phenyl] -ethyl } - 
25 amine; 

methyl- { 2-phenoxy-2-[4-( 1 H-pyrazol-4-y l)-phenyl]-ethy 1 } -amine; 

2-{(4-chloro-phenyl)-[4-(iH-pyrazol-4-yl)-phenyl]-methoxy}-ethylamine; 

4-{4-[ 1 -(4-chlor o-phenyl)-3 -pyrrolidin- 1 -yl-propy l]-pheny 1 } - 1 H-pyrazole; 

4-{4-[3-azetidin-l-yl-l-(4-chloro-phenyl)-propyl]-phenyl}-lH-pyrazole; 
30 methyl-{3-naphthalen-2-yl-3-[4-(lH-pyrazol-4-yl)-phenylJ-propyl}-amine; 
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dimethyl-(4- { 3-methyIamino- 1 ~[4-(l H-pyrazol-4-yl)-pheny l]-pix>pyl } -phenyl)- 
amine; 

{3-(4-fluoro-phenyl>3-[4-(lH-pyrazol-4-yl>pheny!]-propyl}-methyl-amine; 

4-{4~[4-(4~chIoro-phenyl)-piperidin-4-yl]-ph^ 
5 3-(4-phenoxy-phenyl)-3 - [4-( 1 H-pyrazol-4-yl)-phenyl]-propy Iamine; 

1 - {(4-chloro-pheny l)-[4-(1 H-pyrazol-4-yl)-phenyl]-methyl} -piperazine; 

1 -methyl -4- { phetiyl-[4-( 1 H-pyrazoM-yl)~phenyl]-methylH 1 ,4]diazepane; 

{3-(3-chloro-phenoxy)-3-[4-(l H-pyrazol-4-yl)-phenyl]-propyl} -methyl-amine; 

methyl- {2-phenyl-2-[6-( 1 H-pyrazol-4-yl)-pyridin'3-yl]-ethyl}-amine; 
10 4- {4-[ 1 -(4-chloro-phenyl)-3-imidazol-l -y l-propyl]-phenyl} -1 H-pyrazole; 

4-[4-(3 -imidazol- 1 -yl- 1 -phenoxy-propyl>phenyl] - 1 H-pyrazole; 

4- { 4- [4-( 1 H-pyrazol-4-yI)-phenyl] -piperidin-4-yl } -phenol; 

1 - { (4-chloro-phenyl)-[4-( 1 H-pyrazot-4-yl)-phenyl]-methyl} -piperazine; 

{2-(4-fluoro-phenyl)-2-[4-(lH-pyrazol-4-yl)-phenyl]-ethyl}-methyl-amine; 
1 5 {2-(3 -chloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-pheny l]-ethyl} -methyl-amine; 

4-[4-(2-methoxy-ethoxy)-phenyl]-4-[4-(lH-pyrazol-4-yl)-phenyl]-piperidine; 

4-[4-(3-methoxy-propoxy)-phenyl]-4-[4-(lH-pyrazol-4-yl)-phenyl]-piperidine; 

3-(3,4-dichloro-phenyl)-3-[4-(lH-pyrazol-4-yl)-phenyl]-propionamide; 

2-(4-{2-methylamino-l -[4-(l H-pyrazol-4-yl>phenyl]-ethyl}-phenoxy)- 
20 isonicotinamide; 

{2-(3-chloro-phenoxy)-2-[4-(lH-pyi^ol-4-yl)-phenyl]-ethyl}-methyl-amine; 

3 - { 2-(4-chloro-pheny l)-2- [4-( 1 H-pyrazol-4-y l)-pheny 1] -ethy I amino } -propan- 1 -ol; 

2- {2-(4-chloro-phenyl)-2-[4-(lH-pyrazol-4-yl)-phenyl]-ethylamino}-ethanol; 

3- {2-(4-chlorO'phenyl)-2^[4-(lH-pyiazol-4-yl)-phenyl]-ethyIamino}-prop 

25 2-{2-(4-cWoro-phenyI)-2-[4-(lH-pyrazol-4'yl)-phenyl]-ethylamino}-cthanol; 

{2-(4-chloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyI]-ethyl } -cyclopropylmethyl- 
. amine; 

methyl-[2-[4-(lH-pyrazol-4-yl)-phenyl]-2-(4-pyridin-3-yl-phenyl)-ethyl]-amine; 

4- { 3 -methylamino- 1 - [4-( 1 H-pyrazol-4-y l)-phenyl] -propyl } -phenol; 
30 3-(4-methoxy-phenyl)-3-[4-(lH-pyrazol-4-yl)-phenyl]-propylamine; 
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4-(4-chloro-phenyl)-4-[4^3-methyl-lH-py^ 
2-(4-chloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-morpholine; 
(4-{4-[4-(lH-pyrazoM-y!)-phenyl]-pi^ 

(4-{4-[4-(lH-pyrazoI-4-yl)-phenyl]-piperidin-4-y]}-phenoxy)-acetic acid, methyl 
5 ester; 

4-{4-[4-(lH-pyrazol-4-yl)-phenyl]-piperidin^--yl}-benzomtrile; 
{2-(4-chloro-phenyl)-2-[4<lH-pyrazol-4-y^ 

1 ~(4-cMoro-phenyl)-2-methylamino- 1 -[4-( 1 H-pyrazoI-4-yl)-phenyl]-ethanol; 
2-amino- 1 -(4-chloro-pheny \y 1 -[4-(l H-pyrazol-4-yl)-phenyl]-ethanol; 
1 0 4-(3,4-dichloro-phenyl>4-[4-(l H-pyrazol-4-yl)-phenyl]-piperidine; 

4<3-cMoro-4-methoxy-pheny!)^-[4-(lH-pyra^ 

4-(4-chloro-3-fluoro-phenyl)-4"[4-(l H-pyrazol-4-yl)-phenyl]-piperidine; 
4-{4-[4-(lH-pyra2ol-4-yl)-phenyl]-piperidin-4-yl}-benzoic acid; 
4-[4-(lH-pyrazoI-4-yI)-phenylJ-l,2^^ 
1 5 3-(3-chloro-phenyl)-3-[4~(l H-pyrazoM-yl)-phenyl] -propylamine; 

2-methy lamino- 1 -(4-nitro-phenyl)- 1 -[4-(l H-pyrazol-4-yl)-phenyl] -ethanol; 
2-(3-chloro-4-methoxy-phenyl)-2-[4-(lH-pyrazol-4-yl)-phenyl]-ethylamine; 

2- (4-chloro-phenyl)-2-fluoro-2-[4-( t H-pyrazoM-y l)-phenyl]-ethylamine; 

3 - (3 ,4-dichloro-phenyl)-3-[6-( lH-pyrazoI-4-yl)-pyridin-3-yl]-propylamine; 
20 2-(4-chioro-3-fluoro-phenyl)-2-[4-(lH-pyrazol-4-yO-phenyl]-ethylami 

4- (2-chlorO'3-fluoro~phenyl)-4-[4-( 1 H-pyrazol-4-yl)-phenyl]-piperidine; 

1- {(3Adichloro-phenyl)-[4-(lH-pyrazoM 

2- (3 ,4-dichloro-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl] -ethy I amine; 
{2-(3-chloro-4-methoxy-phenyl)-2-[4-( 1 H-pyrazol-4-yl)-phenyl]-ethyl } -methyl- 

25 amine; 

4-{4-[2-azetidin-l -yl-1 «(4-chloro-phenoxy)-ethyI]-phenyl}-lH-pyrazole; 

3- (3-chloro^-methoxy-phenyI)-3-[4-(lH'pyrazol-4-yl)-phenyl]-propylamine; 
{3-(3-chloro-4-methoxy-pheny l)-3-[4-( 1 H-;pyrazoi-4-yl)-phenyl]-propyl } -methyl- 
amine; 

30 1 - { (3 ,4-dichloro-phenylM4-( 1 H-pyrazol-4- yl)-pheny 1] -methyl } -piperazine; or 
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C-(4-chloro-pheny!)-C-[4-( 1 H-pyrazo!-4'yl)-phenyl]-methylamine; 
and salts, solvates, tautomers and N-oxides thereof. 

28. A compound according to any one of the preceding claims in the form of a salt, 
solvate (such as a hydrate), ester or N-oxide, 

5 29. A compound as defined in any one of claims 1 to 28 for use in medicine; for 

example (a) for use in the prophylaxis or treatment of a disease state or condition 
mediated by protein kinase B; or (b) for use in the prophylaxis or treatment of a 
disease state or condition mediated by protein kinase A. 

30. The use of a compound as defined in any one of claims 1 to 28 for: 

10 (a) the manufacture of a medicament for the prophylaxis or treatment of a 

disease state or condition mediated by protein kinase B; or 

(b) the manufacture of a medicament for the prophylaxis or treatment of a 
disease state or condition mediated by protein kinase A; or 

(c) the manufacture of a medicament for the prophylaxis or treatment of a 
15 disease state or condition arising from abnormal cell growth; 

(d) the manufacture of a medicament for the prophylaxis or treatment of a 
disease in which there is a disorder of proliferation, apoptosis or differentiation. 

31. A pharmaceutical composition comprising a novel compound as defined in any 
one of claims 1 to 28 and a pharmaceutically acceptable carrier. 

20 32. A process for the preparation of a compound of the formula (I) as defined in any 

one of claims 1 to 28, which process comprises: 

(a) the reaction of a compound of the formula (X) with a compound of the 
formula (XI) or an N-protected derivative thereof: 
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R 2 



R 1 — A-N 

R 



s 3 




E 

I 

X (X) 

wherein A, E, and R 1 to R 5 are as defined in any one of the preceding 

claims, one of the groups X and Y is selected from chlorine, bromine, 
iodine and trifluoromethanesulphonate, and the other one of the groups X 
and Y is a boronate residue, for example a boronate ester or boronic acid 
• residue, in the presence of a palladium catalyst and a base; 
(b) the reductive amination of a compound of the formula (XXXVI) : 




(XXXVI) 

with HNR R in the presence of a reducing agent; and optionally 
(c) the conversion of one compound of the formula (I) into another compound 
10 of the formula (I). 
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